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peak responses. Calculate the quantity, in mg, of methsco- 

polamine bromide (C.,,H$3rNO4-) .in the portion of Tablets 

taken by the formula: 

Nonanoic aci$;9~~~3-M~~~~l-oxo-4-[,4- 

droxy-5-[{3.+(2-hydzoxy-I-methylpropyQoxira 

methylJ-2&pyran+2-y1&2~butenyl]oxy-, calciun 

(2 : I>, dihydrate,, i2s~[2a(E),3B148;5~12A*, 

(112*,2R*)]& lOOC(r,l rJ, 

in whieh C is the conqentration, ia mg per mL, 6f USP 

Methscopolamine Bromjde R.S in the Standardpreparation; 

and r,, and r, are the pe$ responses of the methscopolamine 

bromide obtained fkom the Assay&eparution and the Stan- 

dard prepara tion, resptk$ively.,,p 

(aE,2S,3R,4R,5S)-5-[(2S,?jS,4S,55’)-2,3-Epoxy-5-hyd 

4-methylhexyl]tetrahydro-3,4-dihydroxy-j?-rk 

ZW-pyran-Zcrotonic acid, ester XV& 9-bydroxy 

noic acid, calcium s& (2 : I), dihydrate 

[3150744f63. e 

&WING-- 

Mypirocjn Cslciuq Muphcim Cream, Because th?re arc: no 
existib&W~ rimiicigkpbs for this acti+eatibiotic drug substance 
and domge form, neyv monogmphs are being pmposed. The liquid 
cl.kotiai~@~ti~&~&irrthe~test foiRk?&t~~mmpo~n& and 
in the Assay are based on anal~es perfor@d with the Z&ax c8 
brar&df~~~~&l~~~~ :~~.for,&&.‘Related l;ompoun&; typical re- 
tention times for pseudomonk acid D and mupirocii are about 9 
nii$tksand 12 nii&k, res$&vely. Ia the Assay, typical reten- 
tion times for pseudomonic acid D and mupko+n LIZ 7 minutes 
and 9 minutes, respectively, 

(PA7: L. Callabsn) R-37476-1; 41278-l 

*Mupirocin Calcium 

C52H&aOls - 2Hz0 -1075.34 

n Mupirocin 4hbixun contains the equivale: 
not less than ,865 pg adaot more than 93 
of mupiroi=in (Q&.&) per mg. 

Packaging an9 storage-Preserve in tight co+ : 
Store at I&F’, excursions~pemritted between 15” and 3 

USP Reference standards ,{ S l)--USP Mupirocin Cd 

RS. USP Mupi~ciu Lit&iwn Rs, , + ,. i. 

Identification- 

A: Inzawd Absorption ( 197M)-[No-Do n 

or grind extensively.] 

B: Ultraviolei Absorpiion (197U)- 

Solution: 20 pg per I& 

: Medium: methanol. 

C: When, mois$+zd with hydrochloric acid, it me 

requirements of the flame test for Calcium ( 19 1). _ ,_ :: 

Crystallimity (695): meets the requirement .2 

SpecPc rotation {781S): between -16” and -2O:j 

Tat solution: 50 mg per mL, in methanol. i 

Water, Method I (921): not less than 3.0% and a4 

than 45%. 
zj 
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ride (22 I)-Dissolve 50 mg in a mixture of 1 ml+ of 
acid and 15 ml., of methanol. Add 1 mL of sijver 
: the turbidity does not exceed that produced by 
f 0.020N hydrochloric acid (0.5%). 

ated compounds- 
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0.1 M Ammonium acetate-Prepare as directed in the As- 

Mobilephase-Prepare a filtered and degassed mixture of 
4 Ammonium acetate and tetrahydrofuran (70 ; 30). 
e adjustments if necessary (see System Suitabiriry under 

-,$hromatography (621)). 
::, pH 4 Acetate bu$er--Transfer about 13.6 g of sodium ac- .; 
&ate to a lOOO-mL volumetric flask, and dissolve in about ;r 

ysis products and the peak corresponding to mupirocin is 
not less than 7.0. Chromatograph the Standard solution, 

and record the peak responses as directed for Procedure: 

the relative retention times are about 0.75 (6 minutes) for 
pseudomonic acid D and 1.0~(14 minutes) for mupirocin; 
the column efficiency for the mupirocin peak is not less than 
3000 theoretical plates; the tailing factor for the mupticin 
peak is not more than 2; and the relative standard deviation 
of the mupirocin peak for replicate injections is not more 
than 5%. 

fPO0 mL of water. Adjust wjth glacial acetic a&to a pH of 
,$&O, and dilute with water to volume. .; 
r. Diluent-Prepare a mixture of pH 4 Acetate bufir and ‘A,&’ 
~ji3ethanol(l : 1). 
$I’ Standard solution-Transfer about 25 mg of USP Mupir- 4 / .; 
;&in Lithium RS, accurately weighed, to a 200-n& volumet- 

c flask, dissolve in and dilute with Dilwnt to volume, and 

$5. Test solution-Transfer about 50 mg of Mupirocin Calci- ** . 
@&I accurately weighed, to a IO-n& volumetric flask, dis- $$..,<a , *xl 
,,ve in and dilute with Diluent to,volume, and mix. 
i,;,* Resolution solution-Adjust 10 mL of the Standard soiu- 

F$n with 6 N hydrochloric acid to a pH of2.4 aliow to stand 
&$@r 20 hours, and adjust with 5 N sodium hydroxide to a pH 
&, 
t&f 4.0. 
$.. Chromatographic system (see Chromatography (621})-- 
@he liquid chromatograph is equipped with a 240~nm detec- 
&or and a 4.6-mm x 25-cm column that contains 7-pm p 
@eking L7. The flow rate is about 1 ni& per minuteJ Chro- 
$,- - 
k*tograph the Resolution solution, and record the peak re- 

ionses as directed for Procedure: the resolution, R, 
1% 
ctween the second of two peaks corresponding to hydrol- 

Procedure-Separately inject equal volumes (about 20 
pL) of the Standard solution and the T&W solution into the 
chromatograph, and measnro the peak area responses for all 
of the peaks. Calculate the percentage of each related com- 
pound in the portion of Mupirocin Calcium taken by the for- 
mula: 

in which E is the mupirocin equivalent, in pg per mg, of 
USP Mupirocin Lithium RS; W, is the weight, in mg, of 
USP Mupirocin Lithium RS taken to prepare the Standard 

solution; W, is the weight, in mg, of Mupirocin Calcium 
taken to prepare the Test solution; r, is the peak area for 
any impurity‘obtained from the Test solution; and r, is I. 
the peak area for mupirocin obtained from the Standard so- 

iutiort: the area of any peak corresponding to pseudomonic 
acid D is not greater than 2.5%; the area of any peak, ex- 
cluding the mupirocin peak and any peak corresponding 
to pseudomonic acid D, is not greater than 1%; and the 
sum of the areas of all the peaks, excluding the principal 
peak, is not greater than 4.5%. Disregard any peak with I 
an area less than 0.05 times the area of the mupirocin peak 
in the chromatogram obtained from the Standard solution. 

&12005 Ths Uniteci Swes Pharmacope.ial Corwention, In& AtI Righls Reserved. 
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Assay- 

0. I M Ammonium acetate-Transfer about 7.7 g of am- 

monium acetate to a 100.0-mL volumetric flask, dissolve 

in about 900 mL of water, adjust with glacial acetic acid 

to a pH of 5.7, and dilute with water to volume. 

Mobi~eephase-Prepare a filtered and degas& mixture of 

0.1 M Ammonium acetate and tetrahydrofuran (68 : 32). 

Make adjustments if necessary (see System Suitability under 

Chromatography (62 1)). 

Standard preparation-Transfer about 25 mg of USP 

Mupirocin Lithium RS, accurately weighed, to a 2OO-mL . _. 
volumetric flask, dissolve in 5 mL of methanol, dilute with 

O-1 M Ammonium acetate to volume, and mix. 

Assay preparation-Transfer about 25. mg of Mupirocin 

Calcium, accurately weighed, to a 200~mL vok~metric flask, 

dissolve in 5 mL of methanol, dilute with 0.1 M Ammonium 

acetate to volume, and mix. 

Resolution solution-Adjust 10 mL of the Standard prep 

aration with 6 N hydrochloric aqid to a pH of 2.0, and allow 

to stand for 20 hours. 

Chromatographic system (see Chromatography (621))- 

The liquid chromatograph is equipped with a 230-nm detec- 

tor and a 4.6-mm x 25-cm column that contains 7ym 

packing L7. The flow rate is about 1 mL per minute. Chro- 

matograph the Resolution solution. and record the peak re- 

sponses as directed for Procedure: ttre resolution, R? of the 

second of the two peaks corresponding to hydrolysis prod- 

ucts and the peak corresponding to mupirocin is not less 

than 7.0. Chromatograph the Standardpreparation, and re- 

cord the peak responses as directed for Procedure: the rela- 

tive standard deviation for replicate injections is not more 

than 1.0%. 

Procedure-Separately inject equal volumes (about 20 

uL) of the Standard preparation and the Assay preparation 

into the chromatograph, and measure the peak area respon- 

ses for the major peaks. Calcuhtte the quantity, in pg, of mu- 

pirocin (C&L&Q) in each mg of Mupirocin Calcium taken 

by the formula: 

in which E is the designated mupirocin equivalent, in pg, 01 

mupirocin in each mg of the USP Mupirocin Lithium RS: 

MS is the weight, in mg, of USP Mupirocin Lithium RS tak- 

en to prepare the Standardpreparation: ML, is the weight, it, 

mg, of Mupirocin Calcium taken to prepare the Assayprrqr- 

aration; and r-i2 and r, are the mupirocin peak area responses 

obtained from the Assay preparation and the Standardprep- 

ararion, respectively.,usp_z, 

Mupirofin Cream-See briefing under Mupirocin Calcium. In 
the test for Related cumpw4nds, rypieal retention times are about 
7.6 minutes for pseudomenic acid F; 12.8 and 13.6 minutes for de- 
gradation products; f 5.8 and 19.4 minutes for pseudomonk acid D 
and pseudomonk acid B, resmxtiveiy; 2 I .5 minutes for mupirocin: 
24.7 and 26.5minutes for other impurities; and 43.6 and 50. I min- 
utes for pseudomonic ‘acid C and pseudomonic acid E, respec- 
tive& It should be noted that the limits for the test for Related 
compounds apply during the entire sheif-life of the Cream. 

(PA? L. Callahan) RTS-37476-2; 4 1278-2 

B Mupirocin Cream contains a quantity of Mupir- 

win Calcium equivalent to not Iess than 90.0 per- 
cent and not.more~ than 120.0 percent of the 
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h ed lill3OUl'kt of mupirocin (c2&&.&). It may  
2,;. 
k&in one or more suitable buffers, dispersants, n  
@ reservatives. 

&aging and storage-Preserve in collawibb tubes or - 

-closed containers. Store at 25”, excursions permitted 

&g--Label it to indicate that it contains Mup irocin 

@ iurn and its equivalent content of mup irocin. 

Ip Reference standards (1 I)--USP Mup irocin Lithium 
.i 

~tification-The retention time  of the ma jor peak in the 

pmatogram of the Assay preparat ion corresponds to that 

be  chromatogram of the Standard preparation, as ob- 

f&d in the Assay. 
7, 

$uum fiII (755): meets the requirements. 

i&93): between 6.0 and 8.0. 

Standard solution--Dissolve an  accurately weighed por- 

tion of USP Mup irocin Lithium RS in pH 6.3 Phosphate 

bu@zr. Dilute an accurately mqaaured vohme of this solu- 
tion quantitatively to obtain a  solution containing 0.1 mg  

of mup irocin per mL. 

Test stock sol&on-Transfer an  accurately weighed 

quantity of Cream, equivalent to about 50  mg  of mup irocin, 

to a  screv&capped centrifuge tube. Add 5.0 mL  of Tetrahy- 

drofuran solution, cap, and  disperse the Cream by m ixing 

on  a  vortex m ixer and  shaking. Add 5.0 II& of Sodium ac- 

etate solution, cap, and  m ix. Centri&ge for about 15  m in- 

utes. W ithdraw ihe lower layer from the &be, pass it 
through a  filter having a  OS-pm or finer porosity, and  use 

the filtrate. 

Test solution--Transfer 1  .O mL  of the Tesr stock solution 

to a  50-n& volumetric Aask, dilute with Sodium acetate and 

tetrahydrofran solution to volnme, m ix, and  pass through a  

filter having a  0.5-w or finer porosity. 

pH 4  Acetate b&&r-Transfer about 13.6 g  of sodium ac- 

etate to a  1000-n& voiumetric flask, and  dissolve in about 

900  mL  of water” Adjust with glacial acetic acid to a  pH of 

4.0, and  dilute with water to volume. 

Chromatographic system (see Chromatography (62 I))-- 

krobial lim its (61)-It meets the requirements of the 

6  ~for absence of Staphylococcus aureus and Pseudamo- 

~~aeruginosa. The  total aerobic m icrobial count does‘not 

ited compounds-  

.I M  Ammonium acetate, Solution A, Solution B, Mob ile 

ase, pH 6.3 Phosphate bu#ec and Chromatographic sys- 

-Proceed as directed in the Assay. 

odium acetate solution-Add 5.8 mL  of glacial acetic 

6% to 900 mL  of water, adjust with sodium hydroxide 

to a  pH of 4.0, dilute with water to 1000 mL, and m ix. 

?etrahydro&-an solution-Mix 750 mL  of tetrahydrofu- 

b  and 250 mL  of water. 

Sodium acetate and tetrahydrofirran ,solution-Prepare a  

jxture of Sodium acetate solution and Tetrahydtvfiran so- 

(50 : 50). 

Chromatograph the Standard solution. and  record the peak 

responses as directed for Procedure: typical retention times 

are about 16  m inutes fojt pseudomonic acid D and 21  m in- 

utes for mup irocin; the relative retention times are 0.36 for 

pseudomonic acid F, 0.6 for mup irocin degradat ion product 
A, 0.63 for mnp irocin degradat ion product B, 0.74 for pseu- 

domon.ic acid D, 0.9 for pseudomonic acid B, 1.0 for mup ir- 

ocin, 1.15 for mup irocin related compound A, 1.23 for 

mup irocin related compound B, 2.03 for pseudomonic acid 

C, and  2.15-2.33 for pseudomanic acid E; the resolution, R 

between pseudomonic acid D and mup irocin is not less than 

3; the column efficiency for the mup irocin peak is not less 

Q 2005 The United States Pharmacopeial Conveti, Inc. All R&#ts b3esemd. 
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than 7000 theoretical plates; the tailing factor for the mupir- 

ocin peak is not more than 1.75; and the relative standard 

deviation of the mupirocin peak for replicate injections is 

not more than 2%. 

Procedure-[NOTE-Ensure that buffers, dispersants, or 

preservatives in the formulation do not interfere with quan- 

tification of either impurities or degradation products.] Sep- 

arately inject equal volumes (about 20 pL) of the‘ Tear stock 

solution and the Test solution into the chromatograph, and 

measure the peak responses for all of the peaks that do not 

correspond to buffers, dispersants, or preservatives. Cdcu- 

late the percentage of each related compound and, degrada- 

tion product relative to mupirocin in the portion of Cream 

taken by the formula: 

X6 J rbfh 

in which r, is the peak response, for each related compound 

or degradation product obtained from the Test stock solu- 

tion; and r, is the peak response of the mupiroc& peak ob- 

tained from the Test solution: not more than 3.0% of 

pseudomonic acid D is found; not more than 8.5% of mu- 

pirocin degradation product A is found; not more than 16% 

of mupirocin degradation product B is found; Rot more than 

1.2% of any other individual impurity or degradation prod- 

uct is found; and not mere that 30% of total impurities and 
degradation products is found. 

Assay- 

0.1 M Ammonium acetate-Prepare as directed in the As- 

say under Mupirocin Cdcium. 

Solution A-Prepare a filtered and degassed mixture of 

0.1 M Ammonium acetate and tetrahydrofuran (75 : 25). 

Solution .&-Prepare a filtered and degassed mixture d 

0.1 M Ammo&m acetate and tetrahydrofuran (70 : 30). 

Mobile phae-Use variable mixtures of Solution A wd 

Solution 5 as directed for Chromatographic system. MI&II 

adjustments if necessary (see System SuitabiZity under C~IW 

matography (621)). 

pH 4.3 Phosphate bz&r-Dissolve 69 g of monoba& 

sodium phosphate in 800 mL of water, adust with sod& 

hydroxide TS to pH, 6.3, dilute with water to 1000 &. 

and mix. 

Standard preparation-Transfer about 2 1 mg of USP 

Mupirocih Lithium RS, accurately weighed, to a 2004 

volumetric flask, and dissolve in and dilute withpH 6,1 

Phosphat+e bufir to volume. 

Assay preparation-Transfer an accurately weighct 

quantity ofCream, equivalent to about 10 mg of mupirocin 

to a 1 OO-mL vohnnetic flask. Add 50 mL of pH 6.3 iho 

phate bu@&- and 25 mL of tetrahydrofiuan. Insert the stop 

per into the flask, mix on a vortex mixer, and shake for 4 to’: 

minutes, ‘Dilute with pH 6.3 Phosphate bu&r to volume 

Allow to s@d until the oil layer separates out, then dilute 

the aqueous layer with pH 6.3 Phosphak bu$er to volume 

Repeat 2 to 3 times untjl as much of the oil layer has separ 

ated out as possible. A&r the final dilution, pass the fhia 

solution (bottom layer) through’s filter having a 0.5~1 o 

finer porosity. 

Chromatographic system (see Chromatography (62 I }t 

The liquid chromatograph is equipped with a 24?-nm deter 

tar and a 4.6”mm x 2%cm column that contains 7-pn 

packing L7. The flow rate is about 1 mL per minute. Main 
tain the column at a constant temperature up to 35”. Th 

chromatograph is programmed as follows. 

Q 2005 The United States Phammopelel ~Conventfm, Inc. Ail Rights Resewed. 
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Solution A Solution B 

(%) Elution 
g,<*: 
1 i 
&!. :> 
” ,O 100 0 5 .;. ; equilibration 

p-6 100 0 isocratic 

,.;a-35 lOO+O O-+lciO linear gradient 

g-55 0 100 isocratic 
.i 
p-55.01 o--t 100 lOO-+O immediate 
i&d5 
t loo 0 isocratic 
” I. 
$romatograph the Standard preparation, and record the 

‘& responses as directed for Procedure: typical retention 

ies are about 16 minutes for pseudomonic acid D and 2 1 

butes for mupirocin; the resolution, R, between pseudo- 

bit acid D and mupirocin is not less than 3; the column 

se p aency for the mupirocin peak is not less than 7000 the- :‘, 
bical plates; the tailing factor for the mupirocin peak is 

it more than 1.75; and the relative standard deviation of 

e mupirocin peak for replicate injections is not more than 

+z Procedure-Separately inject equal volumes (about 20 ;$ ~. 8” 
F&k) of the Standard preparation and the Assay preparation 
_>l. 
@to the chromatograph, record the chromatograms, and 
,i 
measure the peak area responses for: the major peaks. Calcu- 

$te the weight percent of mupirocin in the portion of Cream 

en by the formula: 

O.OSE(M,lMJ(r,lrJ, 

which it& is the weight, in mg, of USP Mupirocin Lithium 

*:: .RS taken to prepare the Standard preparation; E is the des- 
:: 

: ignated mupirocin equivalent, in pg, of mupirocin in each -: 
1, mg of the USP Mupirocin Lithium RS; Mu is the weight, 

‘I in mg, of Cream taken to prepare the Assay preparation; 

Q 2005 The United States Phan acopaiai Conv&n, Inc. 
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and ru and rs are the mupirocm peak area responses obtained 

from the Assay preparation and the Standard preparation, 

respectively.,,,,p 

Paroxetine Tablets, USP 28 page 1476. It is proposed to revise 
Identification test A to specify the amount of hydrochloric acid 
used in the preparation oftbe T’f specimen. The current procedure 
uses an inadequate amount ofhydrochloric acid in the precipitation 
step. Also, it is proposed to revise ldentificatioti tcsl C to change 
angular rotation to specific rotation. 

(PA3: R. Ravichandran) RTS-42084-1 

Paraxetine Tablets 
A(?Xle for this new monograph-to become official 
February 4 ~@WNJSPX 

Change to reed: 

Identification- 

’ 1.5 mL of ammonium hydroxide to make the solution al- 

Add 100 mL of ethyl ether to the funnel, and shake for 2 minutes. 
Transfer the orgaiiie’ la@ into the necessary number of centrifuge 
tubes, and centrifuge for 10 minutes. Recombine the clarZed ex- 
tracts, add 1 drop of water and OS mL of %&?J 
A 
h$%loric acid, stir, and evaporate to dryness under a stream of 
nitrogen. Dry the residue in-an oven at 90” for 1 hour. 

B: The retention tinne d the major peak in the chromatogram 
of the Assayprepamt;kan corresponds to that in the chromatognun 
of the Standard preparation, @s obtained in the Assay. 

6: ‘Place a uantity of finely’ powdered Tablets, equivalent to 
about 450 mg o paroxetine, in a stoppered flask Add 100 mL of 1 
alcohol, and shake for 1 hour. Centrifuge about 20 mL of the mix- 
ture, and measure the 


